Background: Appendicitis is the most common general surgical emergency worldwide, but its diagnosis remains challenging. The aim of this study was to determine whether existing risk prediction models can reliably identify patients presenting to hospital in the UK with acute right iliac fossa (RIF) pain who are at low risk of appendicitis.
Introduction
Acute appendicitis is the most common general surgical emergency worldwide 1 , but its diagnosis remains challenging, particularly in young women for whom there is a broader range of differential diagnoses than for men 2 . A key concern is overtreatment, in the form of normal appendicectomy (removal of a histologically normal appendix), which may be associated with increased postoperative complications, duration of hospital stay and healthcare costs compared with diagnostic laparoscopy alone 3 -5 . There is little consensus on optimal diagnostic pathways for patients presenting with acute right iliac fossa (RIF) pain in the UK. Traditionally, concerns over the radiation exposure associated with CT have limited its routine use 6 . Although modern low-dose protocols have reduced radiation exposure whilst maintaining diagnostic performance 7, 8 , CT rates are lower in the UK than in many other high-income countries, and this is associated with higher normal appendicectomy rates (NARs) 9 .
To improve diagnosis of appendicitis, international guidelines 10, 11 recommend routine clinical risk scoring. Although the Appendicitis Inflammatory Response (AIRS) and Alvarado scores are recommended most frequently, there is little evidence to support their application, as they have been inconsistently and poorly validated 12 . None is in routine clinical use 13 . Consequently, although guidelines recommend that patients at low risk of appendicitis should not be admitted routinely to hospital 13 , diagnostic uncertainty may lead to patients being admitted for observation, increasing the likelihood of overtreatment and healthcare-related costs. Robustly validated risk prediction models that identify groups at low risk of appendicitis could help to standardize clinical assessment and inform patient and doctor decision-making. In turn, this may reduce hospital admissions, overtreatment and healthcare costs 14 .
To influence wide-scale change, a prospective multicentre study including patients presenting with RIF pain was developed to assess whether existing risk prediction models can identify low-risk patients suitable for ambulatory management. This study represents the first planned analysis from the Right Iliac Fossa Treatment (RIFT) Study Group 15 . The aim of this study was to identify the optimal risk prediction model to identify young patients (aged 16-45 years) in the UK at low risk of acute appendicitis. Children and adults aged over 45 years follow distinct management pathways and will be addressed in subsequent preplanned analyses.
Methods
This study was undertaken in two parts. First, a systematic literature search was performed to identify all available risk prediction models for acute appendicitis. This is reported according to the PRISMA guidelines 16 . Second, a multicentre prospective observational cohort study was performed to collect accurate data for validation of these risk prediction models. This is reported according to Standards for Reporting Diagnostic Accuracy (STARD) guidelines 17 for diagnostic accuracy studies.
The RIFT Study 15 captured data in the UK, Italy, Portugal, Republic of Ireland and Spain. Clinical risk score validation was preplanned to be performed in the UK for patients presenting with acute RIF pain. National differences in clinical pathways mean that analyses must be stratified by country. At the time of planning the analysis, the NAR was anticipated to be around 20 per cent in the UK 18 , but under 5 per cent in other European countries 14, 19 . Given the low baseline NAR, there is little clinical need for risk scoring in European populations, so validation of risk scores in those patients would be unlikely to change clinical practice. Therefore, clinical risk score validation was preplanned to be performed in the UK only, although observed NARs from across all participating countries are presented for context. Future analyses are planned to explore variation in imaging rates across Europe. 10, 13 . No date restrictions were set. The search was last updated on 25 July 2018.
Identifying risk scoring models
Studies were eligible for inclusion if they described a risk prediction model for the diagnosis of acute appendicitis that used clinical data and/or routine laboratory tests (full blood count, C-reactive protein, liver function tests). As the aim of the study was to identify model(s) that could be used at initial surgical assessment, models were excluded if they relied on radiological investigations or non-routine laboratory tests that are not typically available at the point of first surgical contact. Models that aimed to differentiate simple from complex appendicitis were also excluded. Only English-language articles that provided sufficient information to replicate their clinical risk model algorithm were included. Titles and abstracts were screened, followed by review of full texts of relevant articles. Study selection and data extraction were completed independently by two authors, with any disagreements resolved through discussion with a third author.
Study dissemination
Data collection was conducted according to a prespecified, published protocol 15 . The protocol was disseminated through surgical trainee-led research collaboratives. Any hospital providing acute general surgical services was eligible to participate.
Study approval
As this observational study collected routine, anonymized data with no change to clinical care pathways, lead investigators at participating UK centres registered the study locally as either clinical audit or service evaluation. In the Republic of Ireland, Italy, Portugal and Spain, local lead investigators were responsible for arranging research ethics committee or institutional approval locally, as appropriate.
Patient selection
Eligible patients were identified from participating centres during one of four prespecified 2-week study periods between 13 March 2017 and 18 June 2017. During each interval, all consecutive patients referred by a general practitioner or emergency physician to the on-call surgeon's team with suspected appendicitis or acute RIF pain were identified at the point of admission to the surgical unit. Patients who had previously undergone either a therapeutic appendicectomy or an incidental appendicectomy as part of another procedure were excluded. Pregnant women have significantly different clinical needs to other patients and were therefore excluded. Pregnancy was identified by patients' self-report. The possibility of pregnancy was further excluded by most women undergoing urinalysis. Patients who underwent appendicectomy for whom histological findings were not available were excluded, as it was not possible to determine the underlying diagnosis (appendicitis versus normal appendicectomy) for them. Patients who were managed without surgery for acute appendicitis following a positive CT or MRI diagnosis of appendicitis were also excluded, as the diagnosis was not confirmed histologically.
Diagnosis of appendicitis
A diagnosis of acute appendicitis was confirmed if within 30 days of enrolment in the study the patient had excision of the appendix with postoperative histological examination confirming acute appendicitis. Patients who underwent right hemicolectomy for presumed acute appendicitis were pooled with those who had appendicectomy. Based on the original histopathology report, patients were classified as having either simple or complex (gangrenous, perforated) appendicitis 2 . The NAR was calculated as patients with normal appendix histology as a proportion of all patients who had an appendicectomy. Patients with appendix pathology other than appendicitis (such as appendix tumour) were included in the denominator but not the numerator.
Data collection
Data were collected using standardized case report forms (CRFs) by teams of up to three investigators per 2-week period. The CRF was designed to be completed at the patient bedside. A large number of variables have been proposed to predict appendicitis. Therefore, to ensure feasibility of data collection, the CRF was designed to collect the data points required for the four most common adult risk prediction models identified in international guidelines 10 .
Patient-level variables collected included age, sex, clinical symptoms and examination findings, urinalysis and blood test results. Data were collected on ultrasound, CT or MRI use, and whether these tests were positive for appendicitis (diagnosis of appendicitis in the formal radiology report). If the patient had surgery, the procedure, operative findings and histopathology results were recorded. Patients were followed during their initial admission, during any subsequent hospital admissions within 30 days of initial presentation, and then at 30 days after initial presentation using a combination of electronic and paper hospital records.
Data integrity
Multiple strategies were used to ensure accurate data collection. A supervising consultant surgeon at each hospital oversaw study conduct and was responsible for overall quality assurance of submitted data. To ensure data completeness, before locking of the online database, local lead investigators were contacted with specific details of missing data. Participating sites voluntarily identified independent data validators who had not been involved in the initial data collection. Data accuracy was determined by review of the following key data fields against the original clinical records for enrolled patients: whether the patient had undergone surgery; whether the patient had been readmitted within 30 days of index admission; and histopathological results, if applicable. The data accuracy rate was defined as the proportion of validated data fields that was recorded correctly. Where incorrect data were identified, validators were asked to amend those data points on the study database.
Validation of risk prediction models and statistics
The development of the statistical analysis plan is summarized in Appendix S2 (supporting information). Risk prediction models were validated if patients could be scored with the data points available. As there are distinct differential diagnoses for RIF pain in women, it was preplanned to stratify risk prediction model validation by sex.
For maximum clinical impact, the ideal risk score would classify as many patients as possible as being at low risk of appendicitis (true negatives), but not at the expense of missing significant numbers of patients with appendicitis (false negatives). The clinical performance of each score was therefore evaluated in terms of failure rate and specificity. The failure rate is the false-negative rate: the proportion of patients stratified to the low-risk group who actually have appendicitis (false negatives/(true negatives + false negatives)). Before analysis, a modified Delphi exercise (Appendix S2, supporting information) amongst 24 experienced UK general surgeons agreed the maximum acceptable failure rate to be 5 per cent. Specificity is the proportion of patients who do not have appendicitis who were stratified to the low-risk group (true negatives/(true negatives + false positives)).
The main outcome measure for evaluating each risk prediction model was the best achievable specificity whilst maintaining a failure rate of less than 5 per cent. The overall ability of the risk prediction models to discriminate between patients with and without acute appendicitis was determined by calculation of the area under the receiver operating characteristic (ROC) curve (AUC).
Analyses were carried out in Stata ® version 15 (StataCorp, College Station, Texas, USA).
Handling of missing data
As surgical collaborative cohort studies have been completed with very low rates of missing data, an overall incomplete data rate of under 2⋅5 per cent was anticipated. Therefore, there was no plan to impute missing data. A complete case analysis (list-wise deletion) was performed, and preplanned sensitivity analyses: missing data points scored as zero, representing what would happen in normal clinical practice and providing a scenario that would underestimate appendicitis risk; missing data were scored with maximum applicable points.
Results
The systematic search identified 26 risk prediction models (Fig. 1) . Fifteen of these could be validated with the data collected in the cohort study 20 -34 ( Table 1) . These risk prediction models were based on 17 clinical parameters ( Table S1 , supporting information). The other 11 models could not be validated owing to the data set lacking specific variables 35 -45 ( Table S2 , supporting information).
Normal appendicectomy rate benchmarking across participating countries
The overall NAR in patients aged Excluded n = 1407 Topic not relevant to appendicitis scoring n = 1335 Scoring papers in foreign language n = 4 Reports duplicating the same appendicitis scores n = 41 Paediatric appendictis scores n = 20 Scores for perforated appendicitis only n = 5 Scores incorporating radiological parameters n = 2
Excluded n = 24 Reports duplicating the same appendicitis scores n = 8 Scores for perforated appendicitis only n = 1 Scores incorporating intraoperative parameters n = 2 Scores incorporating radiological parameters n = 4 Scores incorporating non-routine laboratory tests n = 2 Algorithm for calculating score not reported n = 6 Pregnancy included as risk variable n = 1
Variables required to calculate score not available in RIFT data set n = 11
Articles identified from hand search of reference lists n = 9
Full-text review n = 50
Studies reporting adult appendicitis scores n = 26
Studies included in validation n = 15 As anticipated, the NAR was higher in the UK than in other countries, so risk score validation proceeded in UK patients. All of the following data are for UK patients only.
Data integrity
A total of 5345 patients were included in the study (Fig. 2) , from across 154 UK hospitals. Of the 17 clinical parameters required to validate the risk prediction models, 0⋅9 per cent (794 of 90 865) were missing. Some 35⋅3 per cent (4461 of 12 647) of eligible data fields were assessed by independent data validators, finding overall data accuracy to be 98⋅3 per cent (4384 of 4461).
Patient characteristics and outcomes
Two-thirds (3613 of 5345, 67⋅6 per cent) of patients were women ( Table 2) . Women were less likely to undergo any surgery than men (32⋅0 versus 59⋅8 per cent respectively; relative risk 0⋅53, 95 per cent c.i. 0⋅50 to 0⋅57, P < 0⋅001). Amongst women undergoing appendicectomy, 97⋅6 per NOM, non-operative management of appendicitis. 1⋅92 to 2⋅84, P < 0⋅001). Within the 30-day follow-up, 27⋅4 per cent (1466 of 5345) of all patients presenting with acute RIF pain had undergone appendicectomy and been confirmed to have appendicitis on histological examination. Of all patients presenting with RIF pain, women were less likely to have a confirmed diagnosis of appendicitis than men (17⋅3 versus 48⋅6 per cent respectively; relative risk 0⋅36, 0⋅33 to 0⋅39, P < 0⋅001).
Clinical use of risk prediction models
Only 0⋅6 per cent of patients (32 of 5345) were recorded as having been formally risk-scored on admission by their clinical team. When performed, the Alvarado score was used most frequently (29 of 32, 91 per cent).
Validation of risk prediction models
Of the 15 risk prediction models, 11 showed consistently good discrimination for identifying appendicitis (AUC above 0⋅7) across both women and men ( Fig. 3 and Table 3 ). In women, the Adult Appendicitis Score 31 (AAS) achieved the highest specificity whilst maintaining a failure rate of less than 5 per cent in low-risk patients ( Table 3) . At a cut-off score of 8 or less, the AAS triaged 63⋅1 per cent of women who did not have appendicitis to the low-risk group (specificity), and amongst all women in the low-risk group 3⋅7 per cent in fact had appendicitis (failure rate). In men, the optimal model was the Appendicitis Inflammatory Response Score 21 (AIRS), with a cut-off score of 2 or less associated with a specificity of 24⋅7 per cent and a failure rate of 2⋅4 per cent.
Sensitivity analyses
Overall, 0⋅9 per cent (294 of 32 517) of the variables required to calculate AAS were missing in women. The main complete-case analysis was based on the 95⋅0 per cent (3433 of 3613) of women for whom all variables were available. In sensitivity analysis, the failure rate was found to range from 3⋅6 to 3⋅8 per cent, if missing variables were scored with either the maximum or minimum possible point value respectively. Specificity was found to range from 61⋅3 to 64⋅2 per cent respectively.
In total, 1⋅0 per cent (156 of 15 588) of the variables required to calculate AIRS were missing in men. The complete-case analysis was based on the 93⋅9 per cent (1627 of 1732) of men for whom all variables were available. In sensitivity analysis, the failure rate ranged between 2⋅4 and 2⋅9 per cent, and specificity from 23⋅3 to 26⋅4 per cent. a Women; b men. These receiver operating characteristic (ROC) curves are based on a complete-case analysis for all 15 risk prediction models. As a result they may be based on fewer patients than when each model was validated individually ( Table 3 ). This accounts for any minor discrepancies between the data presented here and those in Table 3 . AAS, Adult Appendicitis Score; AUC, area under the ROC curve; AIRS, Appendicitis Inflammatory Response Score; RIPASA, Raja Isteri Pengiran Anak Saleha Appendicitis.
Patients stratified to low-risk groups
Of the 1856 women identified as low risk by the AAS in the complete-case analysis, 1560 (84⋅1 per cent) did not undergo surgery ( Table 4) . Of women who either did not undergo surgery or had a procedure other than appendicectomy, at 30 days the final diagnoses were non-specific abdominal pain (851 of 1627, 52⋅3 per cent), benign gynaecological pathology (430 of 1627, 26⋅4 per cent), urinary tract infection (99 of 1627, 6⋅1 per cent) and miscellaneous other (247 of 1627, 15⋅2 per cent). A full breakdown of diagnoses is provided in Table S3 (supporting information). Amongst the 12⋅3 per cent (229 of 1856) of women who underwent appendicectomy, 57⋅6 per cent (132 of 229) had a normal appendicectomy, 26⋅2 per cent (60 of 229) had simple appendicitis, 3⋅9 per cent (9 of 229) had complex appendicitis and 12⋅2 per cent (28 of 229) had other abnormal appendix pathology. Amongst the 28 women with other pathology, four were found to have carcinoid and one to have Crohn's disease. The readmission rate for ongoing RIF pain amongst low-risk women who were not operated on in their index admission was 8⋅2 per cent (130 of 1586). Of the women who had undergone appendicectomy on index admission, 6⋅8 per cent (14 of 207) were readmitted with postoperative complications.
In the complete-case analysis, AIRS identified 209 men as being at low risk ( Table 4) . Of these, only 34 (16⋅3 per cent) had an appendicectomy and one man (0⋅5 per cent) underwent non-appendix surgery. At 30 days, the final diagnosis for most men who did not undergo appendicectomy was non-specific pain (110 of 175, 62⋅9 per cent) ( Table S4 , supporting information). Of men who had an appendicectomy, five were found to have appendicitis on histological examination, with no complex appendicitis identified. The NAR in low-risk men was 74 per cent (25 of 34). The readmission rate for ongoing RIF pain in low-risk men who were not operated on in their index admission was 7⋅3 per cent (13 of 178), and the readmission rate for postoperative complications among those who had an appendicectomy was 23 per cent (7 of 31). Eskelinen et al. 25 Women 0⋅76 (0⋅74, 0⋅78)
Eskelinen et al. 26 Women 0⋅65 (0⋅62, 0⋅67)
Izbicki et al. 28 Women 0⋅79 (0⋅77, 0⋅80)
Mikaere et al. 30 Women 0⋅80 (0⋅78, 0⋅82) Values in parentheses are percentages unless indicate otherwise; *values in parentheses are 95 per cent confidence intervals. AAS, Adult Appendicitis Score; AIRS, Appendicitis Inflammatory Response Score; AUC, area under the receiver operating characteristic (ROC) curve; n.a., not applicable; NPV, negative predictive value; PPV, positive predictive value.
Imaging
Most women (2638 of 3613, 73⋅0 per cent) had either ultrasound or CT preoperative imaging. The imaging modality used most frequently was ultrasonography (2289 of 3613, 63⋅4 per cent). Low overall sensitivity (0⋅36) indicated that triage based solely on ultrasound imaging would misclassify most patients with appendicitis as being low risk. The failure rate for ultrasonography was 8⋅4 per cent. Stratifying women by AAS score, the AUC for ultrasound imaging was modest in both the low-risk (AUC 0⋅63) and high-risk (AUC 0⋅68) groups ( Table 5) . Although CT was performed in only 15⋅1 per cent (547 of 3613) of women overall, this imaging modality was sensitive (0⋅92), with a low failure rate (2⋅1 per cent). Stratifying by AAS score, the AUC for CT was excellent in both the low-risk (AUC 0⋅99) and high-risk (AUC 0⋅93) groups. Overall, only 36⋅2 per cent (627 of 1732) of men underwent preoperative imaging. Ultrasound imaging (276 of 1732, 15⋅9 per cent) was performed less frequently than CT (398 of 1732, 23⋅0 per cent). The overall sensitivity of ultrasonography (0⋅38) was low, with a high failure rate (18⋅8 per cent). In men stratified as high risk by AIRS, ultrasound imaging had a poor AUC (0⋅66). In contrast, the overall sensitivity of CT (0⋅94) was high, with a failure rate of 4⋅5 per cent. In high-risk men, CT had an excellent AUC (0⋅92). Analysis of the performance of ultrasound and CT imaging in low-risk men was limited by low numbers ( Table 5) .
AAS and AIRS performance across participating countries
Overall, 17⋅3 per cent (625 of 3613) of women and 48⋅6 per cent (841 of 1732) of men in the UK presenting with appendicitis had a histological diagnosis of appendicitis, compared with 42⋅5 per cent (361 of 849) of women and 68⋅5 per cent (442 of 645) of men in Ireland, Italy, Portugal and Spain.
To test the potential for international application of risk-scoring, performance of the AAS and AIRS was tested in the Irish, Italian, Portuguese and Spanish data. In women, the AAS (cut-off score 8 or below) had a specificity of 57⋅5 per cent (226 of 393), with a failure rate of 17⋅5 per cent (48 of 274). In men, the AIRS (cut-off score 2 or less) had a specificity of 15⋅6 per cent (25 of 160), with a failure rate of 32 per cent (12 of 37).
Discussion
This study found that women in the UK who presented with acute RIF pain had a disproportionately high rate of admission without surgical intervention. Women who did undergo surgery had high rates of normal appendicectomy. Using the AAS 31 (cut-off score 8 or less) it was possible to stratify almost two-thirds of UK women aged 16-45 years who presented with RIF pain into a low-risk group. This low-risk group had an overall one in 27 risk of appendicitis and one in 200 risk of complex appendicitis. Similarly, the AIRS 21 (cut-off score 2 or less) identified a smaller group of UK men who were at low risk of appendicitis. The performance of ultrasound imaging for diagnosis of appendicitis was poor in both men and women, whereas CT was both sensitive and specific across all subgroups.
The overall NAR in UK adults aged 16-45 years was 20⋅0 per cent, significantly higher than the rate recorded in other countries that participated in the RIFT Study. This represents one of the world's highest NARs 9, 18, 19 . Although simple and complex appendicitis may represent distinct pathologies 46 , some surgeons believe that delaying surgery may increase the risk of appendiceal perforation. This leads to some surgeons having a low threshold for surgery, preferring for patients with equivocal presentations to undergo early appendicectomy rather than a period of clinical observation. This may result in potentially unnecessary operations (removal of histologically normal appendices) with associated postoperative morbidity 3 -5 . However, leaving a macroscopically normal looking appendix in situ may risk missing microscopic inflammation 47 and is associated with an increased readmission rate 48 . These conflicting considerations have resulted in variations in practice, with some surgeons routinely leaving a macroscopically normal appendix in situ 49 . Improved preoperative diagnosis could potentially reduce both overtreatment and heterogeneity in practice.
A large number of risk prediction models for acute appendicitis have been published. Few have been validated robustly, with most validation studies relying on small single-centre retrospective data sets 12 . In the present study of 5345 patients across 154 UK hospitals, most models were unable safely to identify significant numbers of patients at low risk of appendicitis. Given the clinical importance of identifying low-risk patients, this study was preplanned to focus on validating models' prediction of patients who do not have appendicitis (true negatives) rather than prediction of acute appendicitis (true positives), whereas most previous studies have prioritized identification of high-risk patients. In addition to differences in baseline case mix, this explains why the optimal cut-off scores identified in this study differ from those proposed in the original AAS (original study proposed cut-off score of 11 or less versus 8 or below identified in the present study) and AIRS (original study proposed cut-off score of 5 or less versus 2 or less identified in this study) studies 21, 31 . Identification of the optimal cut-off scores for use in the UK population will increase the likelihood of risk prediction models being disseminated widely and implemented safely in the UK National Health Service. Routine risk scoring has been found in prospective studies to be associated with reduced need for imaging and hospital admission, and to reduce the NAR 14, 50 .
Ultrasound imaging is used frequently in women as it allows effective visualization of gynaecological organs. However, in this national UK cohort it was found to perform poorly in the identification of appendicitis in both women and men. Although CT was performed highly selectively, consistent with previous studies 7, 8 it demonstrated excellent discrimination for appendicitis. Routine CT may decrease NARs, but exposes patients to radiation 51 . In the past it has been estimated that there may be one excess cancer for every 12 normal appendicectomies avoided by routine CT 6 , but these concerns are less prominent in the era of low-dose CT protocols. Nonetheless, low-risk patients, particularly women of childbearing age, may choose to avoid ionizing radiation, if there is a low index of suspicion of appendicitis. This study excluded older, postmenopausal women, who are more likely to benefit from routine CT to exclude colonic pathology such as malignancy and diverticulitis 10 . This is the largest prospective multicentre cohort study worldwide of RIF pain in the era of laparoscopic surgery. A total of 154 hospitals contributed data, representing around two-thirds of UK hospitals that provide general surgery 52 . The study's findings are therefore broadly generalizable across the UK. The CRF was designed to be completed at the patient's bedside during their initial assessment. This minimized measurement and recall bias, leading to high data completeness (99⋅1 per cent) and accuracy (98⋅3 per cent) rates, ensuring high internal validity.
Previous trainee-led prospective cohort studies achieved high levels of case ascertainment 53 , but it is possible that a small number of eligible patients were missed during the study inclusion windows. Follow-up was limited to the index hospital where patients initially presented, so some patients discharged without having undergone appendicectomy may have been readmitted and operated on at another hospital, although this is likely to be infrequent. There is weak epidemiological evidence indicating that there may be seasonal variation in the incidence of appendicitis 54 . Year-long data collection would maximize the study's generalizability, but high-quality data collection within a multicentre collaborative study would not be sustainable for protracted periods.
An additional 15 data items (Table S2 , supporting information) were required to validate all existing risk prediction models, but collecting these items for each patient would have placed an impractical burden on participating centres. As a consequence, 11 existing models could not be validated. None of these is in clinical use, but there is a hypothetical possibility that one or more may have outperformed AAS and AIRS if tested.
Risk stratification can be performed by the first clinician in contact with the patient, who has blood test results available. However, as this study captured patients at the point of assessment by surgical teams, its findings do not directly support the implementation of risk scoring by general practitioners and emergency physicians. As the incidence of appendicitis in patients presenting to general practice or the emergency department with abdominal pain is lower than that in patients reviewed by surgical teams, it is likely that risk prediction models would perform better in these settings, but further evaluation is required.
The UK has one of the world's highest NARs 14, 18, 19 , so the predefined aim for this study was to evaluate the potential for routine risk scoring to identify low-risk UK patients who are unlikely to have appendicitis. It was predicted that the NAR would be lower in the other participating countries and there would be no need for appendicitis risk scoring. As anticipated, the overall NAR in Italy, Portugal, Republic of Ireland and Spain was lower than that in the UK (10⋅2 versus 28⋅2 per cent respectively in women, and 2⋅6 versus 12⋅1 per cent in men). An unexpected finding, however, was that in those countries a greater proportion of all patients who were admitted with RIF pain had a final diagnosis of appendicitis than in the UK (42⋅5 versus 17⋅3 per cent respectively in women, and 68⋅5 versus 48⋅6 per cent in men). The differences in the prevalence of appendicitis between the UK and other settings may explain why the failure rates (reciprocal of negative predictive value) were unacceptably high in the Irish, Italian, Portuguese and Spanish patients. Therefore, this study's results should be extrapolated cautiously to settings outside the UK. It is possible that in other countries with high baseline NAR, such as Australia 55 , and lower appendicitis prevalence amongst patients admitted with RIF pain there may be a role for clinical risk scoring, but local validation studies are needed.
Risk prediction models, stratified by sex, may act as adjuncts to high-quality serial clinical assessment of patients, rationalizing exposure to ionizing radiation to those patients most likely to benefit from CT. AAS and AIRS can be implemented easily, as they require only simple clinical information and routine blood tests, which were already performed for most patients in the present observational cohort.
The authors propose that all adults presenting with acute RIF pain or suspected appendicitis should be scored routinely using the appropriate risk prediction model. To support calculation and application of appropriate cut-off scores at the patient's bedside, a mobile-, tablet-and desktop-compatible web application has been developed (http://appy-risk.org).
To mitigate against the high risk of normal appendicectomy in low-risk patients, if a patient is stratified as low risk and suspicion of appendicitis remains, low radiation dose CT should be undertaken to confirm the diagnosis before a decision to operate. Ultrasound imaging is preferable in women if the principal differential diagnosis is gynaecological pathology. A very small proportion of low-risk women and men (Tables S3 and S4, supporting information) presenting with RIF pain have serious conditions such as colitis. Therefore, patients with unclear diagnosis or markers of significant illness (such as fever or significantly raised C-reactive protein level) should be admitted for observation and potentially for inpatient radiological investigation. Patients who are clinically well with a low index of suspicion of pathology requiring inpatient treatment may choose to be managed at home with the safety net of prompt ambulatory reassessment. Ambulatory management reduces rates of inpatient admission and CT 56 , and may in turn reduce unnecessary surgery and NARs. A clinical algorithm proposed by the authors is shown in Fig. 4 .
When diagnostic failure does occur in patients stratified to low-risk groups, the risk of complex appendicitis is very low. Previous studies have suggested that a short delay to appendicectomy does not increase the risk of perforation 57 . It is likely that many patients in these studies were administered antibiotics while they awaited surgery, and it is not known whether patients with appendicitis who initially receive a period of ambulatory management are at increased risk of perforation, so this should be investigated in future studies. 
